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-continued 

<213> ORGANISM: Artificial Sequence 
<220> FEATURE: 

<223> OTHER INFORMATION: tag sequence 
<400> SEQUENCE: 14 

ccagtattag tattagtatt agtattagta ttagtgttga tc 42 



<210> SEQ ID NO 15 
<211> LENGTH: 13 
<212> TYPE: FRT 

<213> ORGANISM: Artificial Sequence 
<220> FEATURE: 

<223> OTHER INFORMATION: tag sequence 
<400> SEQUENCE : 15 

Gly His Asn His Asn His Asn His Asn His Asn His Asn 
1 5 10 



<210> SEQ ID NO 16 
<211> LENGTH: 91 
<212> TYPE: DNA 

<213> ORGANISM: Artificial Sequence 
<220> FEATURE: 

<223> OTHER INFORMATION: splice sequence 
<400> SEQUENCE: 16 



What is claimed is: 

1. A composition for use in preparing an intron containing 
vector, said composition comprising: 

a donor vector comprising at least one splice site and an 
acceptor vector comprising at least one splice site, 
wherein said donor and acceptor vectors each comprise 
at least one sequence-specific recombinase target site 50 
and wherein one of said donor and acceptor vectors 
comprises two sequence -specific recombinase target 
sites and the other of said donor and acceptor vectors 
comprises a single sequence-specific recombinase tar- 
get site, wherein all of said sequence-specific recom- 55 
binase target sites are able to recombine with each 
other. 

2. The composition according to claim 1, wherein said 
donor vector comprises two sequence-specific recombinase 
target sites and said acceptor vector comprises a single 
sequence-specific recombinase target site. 60 

3. The composition according to claim 2, wherein said 
two sequence-specific recombinase target sites on said donor 
vector are oriented in the same direction. 

4. The composition according to claim 1, wherein said 
donor vector comprises a single sequence-specific recombi- 65 
nase target site and said acceptor comprises two sequence- 
specific recombinase target sites. 



60 
91 



60 
91 



5. The composition according to claim 4, wherein said 
two sequence-specific recombinase target sites of said 
acceptor vector are oriented in the same direction. 

6. The composition according to claim 1, wherein said 
system further comprises a sequence specific recombinase. 

7. The composition according to claim 1, wherein said 
sequence-specific recombinase target sites are selected from 
the group consisting of* lox sites, att sites, dif sites and frt 
sites. 

8. The composition according to claim 1, wherein said 
donor and acceptor vectors are plasmids, cosmids, bacs, 
yacs or viruses. 

9. The c omposition accordi ng to claim 1 wherein said 
compositio mjias been inserted 

10. The composition according to claim 1, wherein said at 
least one splice site in each of said donor and acceptor 
vectors comprises a splice donor and a splice acceptor 
sequence. 

11. A kit for use in a producing an expression vector, said 
kit comprises: 

(a) a donor vector comprising a splice site; and 

(b) an acceptor vector comprising a splice site; 
wherein each of said donor and acceptor vectors further 

comprises at least one sequence-specific recombinase 



aattcttggg tttctgatag gcactgactc tctctgccga ttggtctatt ttcccaccct 
taggctgctg gtggtctacc cttggaccct a 



<210> SEQ ID NO 17 
<211> LENGTH: 91 
<212> TYPE: DNA 

<213> ORGANISM: Artificial Sequence 
<220> FEATURE: 

<223> OTHER INFORMATION: splice sequence 
<400> SEQUENCE: 17 

gaacccaaag actatccgtg actgagagag acggctaacc agataaaagg gtgggaatcc 
gacgaccacc agatgggaac ctgggatggc c 
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Sir: 

This amendment is responsive to the Office Action dated November 30, 2004 for 
which a three-month period for response was given making this response due on or 
before February 28, 2005. Accordingly, this response is timely filed. 

In view of the amendments to the claims and the remarks put forth below, 
reconsideration and allowance are respectfully requested. 
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AMENDMENTS 

In the Specification: 



Please replace the paragraph on page 54, lines 31-37 with the following 
rewritten paragraph. 

Sequence for (HN)6 tag within Splice donor oligo: 

Top : GGT CAT AAT CAT AAT CAT AAT CAT AAT CAT AAT CAC AAC TAG 

Bottom: CCA GTA TTA GTA TTA GTA TTA GTA TTA GTA TTA GTG TTG ATC 

Peptide encoded: Gly His Asn His Asn His Asn His Asn His Asn His Asn stop 

(SEQ ID NOS:13, 14,17 14 17 15 ) 
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In the Claims: 



Please enter the following amendments. 

1 . (Canceled) 

2. (Currently Amended) A s e qu e nc e sp e cific recombinas e bas e d system for 
use in preparing an intron containing vector, said system comprising: 

a donor vector comprising at least one splice site and an acceptor vector 
comprising at least one splice site, wherein said donor and acceptor vectors each 
comprise at least one sequence-specific recombinase target r e cogn i t i on site and 
wherein one of said donor and acceptor vectors comprises two sequence-specific 
recombinase target recognition sites and the other of said donor and acceptor vectors 
comprises a single sequence-specific recombinase target r e cognition site, wherein all 
of said sequence-specific recombinase sequence-specific sites are able to 
recombine with each other. 

3. (Currently Amended) The system according to Claim 2, wherein said donor 
vector comprises two sequence-specific recombinase target r e cognition sites and said 
acceptor vector comprises a single sequence-specific recombinase target r e cognition 
site. 

4. (Currently Amended) The system according to Claim 3, wherein said two 
seguence-specific recombinase target r e cogn i t i on sites on said donor vector are 
oriented in the same direction. 

5. (Currently Amended) The system according to Claim 2, wherein said donor 
vector comprises a single seguence-specific recombinase target r o cognition site and 
said acceptor comprises two seguence-specific recombinase target r o cogn i tion sites. 
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6. (Currently Amended) The system according to Claim 5, wherein said two 
sequence-specific recombinase target rocognition sites of said acceptor vector are 
oriented in the same direction. 

7. (Previously Presented) The system according to Claim 2, wherein said 
system further comprises a sequence specific recombinase. 

8. (Currently Amended) The system according to Claim 2, wherein said 
sequence-specific recombinase target r e cognition sites are selected from the group 
consisting of: lox sites, att sites, dif sites and frt sites. 

9. (Previously Presented) The system according to Claim 2, wherein said donor 
and acceptor vectors are plasmids, cosmids, bacs, yacs or viruses. 

10. (Previously Presented) The system according to Claim 2, wherein said 
system further comprises a host cell. 

1 1 . (Previously Presented) The system according to Claim 2, wherein each of 
said donor and acceptor vectors comprise a splice donor and a splice acceptor 
sequence. 

12. -20. (Canceled) 

21 . (Currently Amended) A kit for use in a producing an expression vector, said 
kit comprising: 

at least one of: 

(a) a donor vector comprising a splice site; and 

(b) an acceptor vector comprising a splice site; 

wherein each of said donor and acceptor vectors further comprises at least one 
sequence-specific recombinase target r o cognit i on site and wherein one of said donor 
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and acceptor vectors comprises two sequence-specific recombinase target 
r e cognit i on sites and the other of said donor and acceptor vectors comprises a single 
sequence-specific recombinase target r e cognit i on site, wherein all of said sequence- 
specific recombinase target r e cogn i t i on sites are able to recombine with each other. 

22. (Original) The kit according to Claim 21 , wherein said kit comprises both said 
donor and acceptor vectors. 

23. (Currently Amended) The kit according to Claim 21 , wherein said kit further 
comprises a sequence specific recombinase that recognizes said seguence-specific 
recombinase target r e cogn i tion sites. 

24. (Currently Amended) A method of producing an intron containing vector, 
said method comprising: 

combining a splice sequence comprising donor vector and a splice sequence 
comprising acceptor vector, wherein one of said donor and acceptor vectors comprises 
two seguence-specific recombinase target r e cogn i tion sites and the other of said 
donor and acceptor vectors comprises a single seguence-specific recombinase target 
r e cognition site, wherein all of said seguence-specific recombinase target recognit i on 
sites are able to recombine with each other, with a recombinase under conditions 
sufficient for site-specific recombination to occur to produce said intron containing 
vector. 

25. (Currently Amended) The method according to Claim 24, wherein said donor 
vector comprises two seguence-specific recombinase target r e cognition sites and said 
acceptor vector comprises a single seguence-specific recombinase target rocognit i on 
site. 

26. (Currently Amended) The method according to Claim 24, wherein said donor 
vector comprises a single seguence-specific recombinase target recognit i on site and 
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said acceptor vector comprises two sequence-specific recombinase target r e cognition 
sites. 

27. (Original) The method according to Claim 24, wherein said sequence specific 
recombinase is selected from the group consisting of: recombinases, transposases and 
integrases. 

28. (Original) The method according to Claim 24, wherein said sequence specific 
recombinase is Cre recombinase. 

29. (Currently Amended) The method according to Claim 24, wherein said 
sequence-specific recombinase target r e cognit i on sites are selected from the group 
consisting of: lox sites, att sites, dif sites and frt sites. 

30. (Original) The method according to Claim 29, wherein said recombinase 
recognition sites are lox sites. 

31 .-37. (Canceled) 
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REMARKS 



In view of the following remarks, the Examiner is respectfully requested to 
withdraw the rejections and allow Claims 2-1 1 and 21-30, the only claims pending and 
currently under examination in this application. 



Formal Matters 

Claims 2-11 and 21-30 are pending after entry of the amendments set forth 

herein. 

Claims 2-11 and 21-30 were examined. Claims 2-11 and 21-28 were rejected 
and claims 29 and 30 were objected to. No claims were allowed. 

Claims 2-6, 8, 21, 21, 23-26, and 29 have been amended. Support for the 
amendments can be found in the claims as originally filed and throughout the 
specification at, for example: page 4, lines 15-22, and page 42, lines 11-16. 

The specification has been amended on page 54 in order to correct a sequence 
identification reference number. 

As the above amendments introduce no new matter to the application, their entry 
is respectfully requested. 

Allowable subject matter 

The Applicants express gratitude in the Examiner's indication that claims 29 and 
30 are allowable subject matter. 

Objection to the Specification 

The specification has been objected to for disclosing three sequences and 
providing four sequence identification numbers. The specification has been amended on 
page 54 to correct the sequence identification reference numbers. Therefore, this 
rejection may be withdrawn 
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Rejection under 35 U.S.C. § 112, second paragraph 
Claims 2-11 

Claims 2-11 have been rejected under 35 U.S.C. §112, second paragraph, for 
allegedly being indefinite for reciting "a sequence specific recombinase based system." 
This rejection is respectfully traversed. 

In the spirit of expediting prosecution and without conceding as to the 
correctness of the rejection, Claim 2 has been amended to recite "a system". The 
Applicants note that the specification on page 42, lines 8-16, specifically describes a 
"system". In particular, the specification provides that "the subject systems at least 
include a donor vector and an acceptor vector as described above" (specification, page 
42, lines 10-12). 

As such, in view of the amendments to the claims, this rejection may be 
withdrawn. 

Claims 2-7, 9-11, and 21-28 

Claims 2-7, 9-11, and 21-38 have also been rejected under 35 U.S.C. § 112, 
second paragraph for allegedly being indefinite for reciting "recombinase recognition 
site." This rejection is respectfully traversed. 

In the spirit of expediting prosecution and without conceding as to the 
correctness of the rejection, the claims have been amended for clarity to recite 
"sequence-specific recombinase target site". The Applicants note that the specification 
on page 4, lines 16-22 specifically describes a "sequence-specific recombinase target 
site". In particular, the specification provides that a sequence-specific recombinase 
target sites "are recognized by a sequence- or site-specific recombinase and which 
become the crossover regions during a site-specific recombination event" (specification, 
page 4, lines 19-20). 

As such, in view of the amendments to the claims, this rejection may be 
withdrawn. 
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Conclusion 



The Applicants respectfully submit that all of the claims are in condition for 
allowance, which action is requested. The Commissioner is hereby authorized to charge 
any underpayment of fees associated with this communication, including any necessary 
fees for extensions of time, or credit any overpayment to Deposit Account No. 50-081 5, 
Order Number CLON-069. 



BOZICEVIC, FIELD & FRANCIS LLP 
1900 University Avenue, Suite 200 
East Palo Alto, CA 94303 
Telephone: (650) 327-3400 
Facsimile: (650) 327-3231 

F:\DOCUMENT\CLON\069\rspoa dated 11-30-04.doc 



Respectfully submitted, 
BOZICEVIC, FIELD & FRANCIS LLP 



Date: February 17. 2005 




Bret Field 
Registration No. 37,620 
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THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT. 
PROSECUTION ON THE MERITS IS CLOSED . THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS. 
THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON 
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^^T^^S^^The MAILING DATE of this communication appears on the cover sheet with the correspondence address* 
Airaafffisbeing allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed In due course. THIS 
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308. 

1 . S This communication is responsive to an amendment 2/1 7/05 . 

2. |2 The allowed claim(s) is/are 2-1 1 and 22-30 fnow claim 1-1 91 
3. 13 The drawings filed on 08 July 2004 are accepted by the Examiner. 

4. □ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a) □ All b) □ Some* c) □ None of the: 

1. □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 

3. □ Copies of the certified copies of the priority documents have been received in this national stage application from the 
International Bureau (PCT Rule 17.2(a)). 

* Certified copies not received: . 

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements 
noted below. Failure to timely comply will result in ABANDONMENT of this application. 
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

5. □ A SUBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAMINER'S AMENDMENT or NOTICE OF 
INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration is deficient. 

6. □ CORRECTED DRAWINGS ( as "replacement sheets") must be submitted. 

(a) □ including changes required by the Notice of Draftsperson's Patent Drawing Review ( PTO-948) attached 
1) □ hereto or 2) □ to Paper No./Mail Date . 

(b) □ including changes required by the attached Examiner's Amendment / Comment or in the Office action of 
Paper NoVMall Date . 

Identifying Indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of 
each sheet. Replacement sheet(s) should be labeled as such In the header according to 37 CFR 1.121(d). 

7. □ DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the 
attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 
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Art Unit: 1636 

DETAILED ACTION 

This office action is in response to a response to an amendment filed 2/17/05. Claims 1, 
12-20 and 31-37 have been cancelled. Claims 2-6, 8, 21, 23-26 and 29 have been amended. 
Claims 2-11 and 21-30 are pending in the application. 

EXAMINER'S AMENDMENT 

An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
1.312. To ensure consideration of such an amendment, it MUST be submitted no later than the 
payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview with 
Bret Field on 4/29/05. 

The applicatiQn has been amended as follows: 
IN THE SPECIFICATION : 
Page 54, line 37 has been amended to read 
--(SEQIDNOS: 13, 14 and 15)-- 

IN THE CLAIMS : 

In claim 2, line 1, the word "system" prior to the phrase " for use in preparing" has been 
deleted and the word -composition— has been inserted. 
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In claim 2, line 2, the word "system" prior to the phrase " comprising: a donor" has been 
deleted and the word -composition- has been inserted. 

In claim 2, line 9, the phrase "sequence-specific" prior to the phrase "sites are able" has 
been deleted and the word -target- has been inserted. 

In claim 3, line 1, the phrase "system according to Claim 2" prior to the phrase "wherein 
said donor" has been deleted and the phrase -composition according to claim 2- has been 
inserted. 

In claim 4, line 1, the phrase "system according to Claim 3" prior to the phrase "wherein 
said two" has been deleted and the phrase -composition according to claim 3— has been 
inserted. 

In claim 5, line 1, the phrase "system according to Claim 2" prior to the phrase "wherein 
said donor vector" has been deleted and the phrase -composition according to claim 2- has been 
inserted. 

In claim 6, line 1, the phrase "system according to Claim 5" prior to the phrase "wherein 
said two" has been deleted and the phrase -composition according to claim 5— has been 
inserted. 
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In claim 7, line 1, the phrase "system according to Claim 2 wherein said system" prior to 
"further comprises" has been deleted and the phrase -composition according to claim 2 wherein 
said composition- has been inserted. 

In claim 8, line 1, the phrase "system according to Claim 2" prior to the phrase "wherein 
said sequence-specific" has been deleted and the phrase -composition according to claim 2— has 
been inserted. 

In claim 9, line 1, the phrase "system according to Claim 2" prior to the phrase "wherein 
said donor vector" has been deleted and the phrase —composition according to claim 2— has been 
inserted. 

In claim 10, line 1, the phrase "system according to Claim 2 wherein said system" prior 
to "further comprises" has been deleted and the phrase —composition according to claim 2 
wherein said composition- has been inserted. 

Claim 1 1 has been amended as follows: —The system composition according to Claim 
claim 2, wherein said at least one splice site in each of said donor and acceptor vectors comprises 
a splice donor and a splice acceptor sequence. - 

Claim 21 (canceled). 
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Claim 22 has been amended as follows: 

— Th e kit according to Claim 21, - A kit for use in producing an expression vector wherein 
said kit comprises both - donor-and acceptor v e ctors 

(a) a donor vector comprising a splice site; and 

(b) an acceptor vector comprising a splice site; 

wherein each of said donor and acceptor vectors farther comprises at least one sequence- 
specific recombinase target site and wherein one of said donor and acceptor vectors comprises 
two sequence-specific recombinase target sites and the other of said donor and acceptor vectors 
comprises a single sequence-specific re combinase target site, wherein all of said sequence 
?p<?cifip rgsambiaaSS t^grt 5ii££ afrl? tQ rggprnfrinp with ejiph Qthgr - 

In claim 23, line 1, the phrase "Claim 21" prior to "wherein said kit" has been deleted 
and —claim 22- has been inserted. 

In claim 24, line 3, the word "sequence" prior to "comprising donor vector" has been 
deleted and — site— has been inserted. 

In claim 24, line 3, the word "sequence" prior to "comprising acceptor vector'* has been 
deleted and - site- has been inserted. 

In claim 25, line 1, the phrase "Claim 24" prior to "wherein said donor" has been deleted 
and -claim 24- has been inserted. 
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In claim 26, line 1, the phrase "Claim 24" prior to "wherein said sequence" has been 
deleted and -claim 24— has been inserted. 

In claim 27, line 1, the phrase "Claim 24" prior to "wherein said sequence" has been 
deleted and -claim 24— has been inserted. 

In claim 28, line 1, the phrase "Claim 24" prior to "wherein said sequence" has been 
deleted and -claim 24- has been inserted. 

In claim 29, line 1, the phrase "Claim 24" prior to "wherein said sequence" has been 
deleted and -claim 24- has been inserted. 

In claim 30, line 1, the phrase "Claim 29" prior to "wherein said sequence" has been 
deleted and —claim 29— has been inserted. 

Conclusion 

Claims 2-1 1 and 22-30 allowed (now claims 1-19) 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Maria B. Marvich, PhD whose telephone number is (571)-272- 
0774. The examiner can normally be reached on M-F (6:30-3 :00). 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Remy Yucel, PhD can be reached on (571)-272-0781. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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